The radical scavenging assay-guided fractionation of the root extract of Cnidoscolus souzae resulted in the isolation and identification of a novel bioactive dimeric diterpene with an ether linkage which has been designated as dinimbidiol ether (2). Evaluation of the antioxidant activity using the DPPH reduction assay showed that 2 is the most active metabolite in the crude extract of the plant.
Plants continue to offer a wide range of structurally-diverse natural products with interesting biological activities. Recently, we reported deoxinimbidiol (1, Figure 1 ) as an antioxidant metabolite from the root extract of Cnidoscolus souzae McVaugh (Euphorbiaceae), an endemic plant to the Yucatan peninsula where is known as "chaya" and used for its analgesic and anti-inflammatory properties [1] .
The bioassay-guided purification of the root extract of C. souzae resulted in the isolation and identification of a novel bioactive dimeric diterpene with an ether linkage (2, Figure 1 ). The strong antioxidant activity of the purified metabolite (EC 50 0.092 M) in the DPPH radical scavenging assay, suggested its being the most active antioxidant metabolite in the crude extract.
The IR spectrum of 2 showed absorption bands at 3382, 1592 and 1455 cm -1 , indicating the presence of hydroxyl groups and aromatic rings in its structure. This was confirmed by the twelve sp 2 carbon signals in the 13 C NMR spectrum of 2, with four of them showing the characteristic chemical shift of sp 2 carbons bonded to oxygen (144.46, 143.97, 142.55 and 141.43). Four-one proton singlets in the aromatic region ( 6.61, 6.63, 6.80 and 6.81) of the 1 H NMR spectrum of 2 confirmed the presence of two tetrasubsituted aromatic rings, while two signals at  4.63 and 5.03 suggested the presence of two oxygenated methine carbons; finally six high-field three-proton singlets ( 0.87, 0.88, 0.89, 1.11, 1.14 and 1.20) indicated the presence of six angular methyl groups. Treatment of 2 with CH 3 I and K 2 CO 3 yielded the dimethylated derivative 3, which showed the corresponding signals for two methoxy-methyl groups in its 1 H NMR ( 3.80 and 3.79 ppm) and confirmed the presence of two phenolic hydroxyl groups in the molecule. A number of signals from the spectroscopic data of 2 coincided with those of 7deoxynimbidiol (1), while the rest could be assigned to an epoxidated nimbidiol derivative. These results strongly suggested 2 having a dimeric structure with the two nimbidiol-related units connected through an ether linkage. The GC-MS analysis of 2 showed a 1:1 mixture of two components at t R 8.46 and 8.54 min having parent ion peaks at m/z 258 and 260, respectively, which could be assigned to two monomers of molecular formulas C 17 H 22 O 2 and C 17 H 24 O 2 resulting from a pyrolysis similar to the fragmentation of dimeric diterpene ethers [2] . The dimeric nature of 2 was confirmed by an LC-MS analysis which showed a single component at t R 12.68 min, with a pseudomolecular ion peak at m/z 515 [M-H] corresponding to a molecular formula of C 34 H 44 O 4 . While the biosynthetic origin of the dimeric structure of 2 can be explained by an oxidative phenolic coupling between 7-deoxinimbidiol and the previously unknown 6',7'-epoxy-nimbidiol [3] , the alpha orientation of the epoxide at C6'-7' in the structure of 2 is suggested by the characteristic trans-diaxial coupling constant value of 9.4 Hz between the H5' and H6' protons. To the best of our knowledge, 2 is a novel dimeric diterpene and we have designated it as dinimbidiol ether.
Although dimeric diterpenes appear not to be commonly found in nature [4] , some have been isolated from the hardwood of different species [2, [5] [6] , while others are reported from fruits of Xylopia frutescens [7] , needles of Taxus cuspidata [8] , and the liverwort Scapania undulata [9] . Dimbidiol ether (2) is only the second dimeric diterpene, in addition to premnalatifolin A from Premna latifolia [3] , linking two aromatic rings through a phenoxi-ether linkage. The results of this investigation contribute to the limited phytochemical knowledge of C. souzae and its production of bioactive metabolites. Fraction E7 (304.5 mg) was identified as 7-deoxynimbidiol (1) by comparing its spectroscopic data with those previously reported [5] .
Final purification of fraction E3 (358.5 mg) by CC eluting with dichlometane:n-hexane:EtOAc (40:50:10) yielded nine fractions (F1-9 
Methylation of 2:

Quantitative evaluation of antioxidant activity:
Carried out using the diphenyl-1-picrylhydrazyl (DPPH) radical scavenging assay, following the methodology already described in the literature [2] .
